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Abstract of WO03030938 

It is intended to provide a novel means for a novel immunotherapy under paying attention to the effects of 
activating NK cells, activating NKT cells, inhibiting angiogenesis, inducing IL-12 production and inducing 
IFNgamma production. More specifically speaking, a novel use of immunotherapeutics for cancer 
characterized by comprising, to treat cancer depending on tissue and/or tissue type, classifying the 
treatment mechanisms at least into: 1 an effect of inhibiting angiogenesis 2 an effect of inducing Th1 
cytokines TNFalpha, IFNgamma and IL-12 and activating CTL 3 increasing NK cells or activating the 
same and 4 increasing NKT cells or activating the same, then measuring markers corresponding to 
respective effects, analyzing the measurement data depending on cancer tissue and/or tissue type, and 
thus selecting a prescription appropriate for the cancer tissue and/or tissue type. 
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(57) Abstract: It is intended to provide a novel means for a novel immunotherapy under paying attention to the effects of activating 
NK cells, activating NKT cells, inhibiting angiogenesis, inducing IL-12 production and inducing IFN y production. More specifi- 
cally speaking, a novel use of immunotherapeutics for cancer characterized by comprising, to treat cancer depending on tissue and/or 
tissue type, classifying the treatment mechanisms at least into: (l)an effect of inhibiting angiogenesis; (2) an effect of inducing Thl 
cytokines (TNF a , IFN r and IL-12) and activating CTL; (3) increasing NK cells or activating the same; and (4) increasing NKT 
cells or activating the same, then measuring markers corresponding to respective effects, analyzing the measurement data depending 
on cancer tissue and/or tissue type, and thus selecting a prescription appropriate for the cancer tissue and/or tissue type. 
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*mmit, #ilcj:!3c:^:gffl§tb5tr5^ B*#f*FtHI§S#^-2 o 0 1 
-312051. 2001-341116. 2002-62373, 2 0 0 2- 
1 3 9 0 0 4^e>(0«^SrSt^i- So 

*M&©i£tttfbl&, NKT«BHS(&«tefcfB, JkWff^iaWfg, IL-12 Ofl^S^S: 
tf^ (malignant neoplasms) (cancer) fcfif&i^fc&fil^JB&felC 

>r a^vi 2 (il-12) *±ftftx~m&-tz>m%<DftmmcMn u ^ 

/ a0*fl:JPX**«-t©«ll6*^r-rs £ £ SrSSji, *f&^3£Sc (Novel 
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Immunotherapy for cancer) (NITC) hh^^O^^jf >-?&^ j£ Srffit i£ b fc„ 
IL-12 tt % tfLtfl<'$]%:tffoZ)h(D<D±fcfc\z: IL-12 £ bfc#^- 

£<9A*Hf3:, IL-12 ££#^^^£5^*0^7 nf^^Di^l:^ 
-ra-^^i^^^^t^g^^atmUfcC^rt^l 0- 1 3 9 6 7 0-^-^) o 
IL-12 B\ TNFa^IFN Y ->IL-12^CTL StttV^5/^"- h-C^ 7 — T^aia<DS 
tt^^<bii3^^:^%o 0 19 IL-12 (D|g^ii^« % ^-T«BJ&(£>?£tt>ffc 

10 ^trC^f^^^^ttSo 

A7fce«, IL-12 (DrnzLmfe^tfemz net mm(Df^mt^m^^^m 
mx*foz>z.b%m&\^x\,^z> 0 ®nm&, nkt mm^irz>va2 a vbi i ^ 

V^#J|ftftT#fflJl&^JI^^ (TCR) iS®«ft-t-5»S«JJfc«FJ!BSr^Jmi£r^S^L 

NKTM^te, LT NK*BJ&£tJ£§igft: (NKR-Pl ; -TJ- 

£6li^:AfrlS^5 5 #4-^-2 000^818—82 3 v>) 0 NKR-P1 t NKT 
20 Hilia©^ktM4t, 7)^77 9MT'fe5^ £ SrA*EB 

cns-c NKjHHjBa^ttta^Wj&^vsft^^^w^T, iL-12 

25 t ^ic^^t5^V^{^:ov^r^NK^llSOil■^^P^^ttTV^fc 0 
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#559§ w:, cTL^tt (il-12 <Dmmm±m, ifn y (Dm^mttm) . nkt^i*. 

NKJ£t£ % jfn.W§f3LPJL*ftMB C-VEGF: VEGF (jflL^gf^it^H^) (VEGF 

5 NKft&Rxp-vEGF (Dtf>mmfc&rtz&mm$:&mi-z ticker, m&mm 

NKfrmcofemtm. Nwr^mco^mtm. st.wm±mmm, iL-12 
(Dmmm±mRx? ifn y ^^^^^t&ti^^^'v^cD^imi-^^te^^ 

10 

&tM.Wff£Pa*fi§<^ft < t h 1 ©^©Mfi^li r t 0 

15 2 ) ^ *c/V* i^fy©MIt^ U NKT !0;§£cD?£<|4tef£, jfiLWff^H-^fg.IFNY 

off^s^t^ slu^ iL-12 <Dmmm%Lm<D'j>?£< t& i©^©Mti^itu 

3) ±ii^f^(DMs^^u, iFNyoii^^, iL-12 <Dmmm±m, ikwm^ 
m.mm, nkt ttjaoeft^ffi, rt? nk M<^tefciMo^< t & 1 <d^<d 

20 Mtl^ittv-^-tfsri:, 

4) fuzfej&^^^I^U IL-12 (Dil^^tg. &tKNKMo?£t£tetg<£> 

5) fL^fv<D^@{c^L. jk^tf*pi$tg % ifn y <Dmmm±m, rt$il-i2<d 

25 £ 0 

e) j^vz^g^u ifn y <Dmmm±m. iL-12 ^>«i#^^tg, nkmo 
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9) IL-12 tf>Bf9ljS£li^ .Kl^ NKT McDStt^fM 

10) J»My©MSi^L IL-12 <Df|3fjg£|^ NK|fflJ^O^|4^tg^t5jkW 
10 11) IttlfelOfeiCl U shm%t£.VE.^m, IFNy ©fl*S*l6s IL-12 

1 3) ^yoMti^L, skwm±mmm, ifn y <vmmm.£.m, ^-o'il-12 

14) w^^a^mu NKM<D^mtm, nkt m^<D^mtm, Jk^m 
m&wm. il-12 (Dmmmtkm<7)'>te <t-hi (D^vmmmm&mtiL u^— 

1 5) iitm^^g^U NKT^BjjStD^tt-fktg, RTf&L^ZiP&mmwJrfj; 
20 < H l ©t©Mtl^Hl-7"i;-|:t5 : t 0 

i 6) ^y©Mt(^L, nk mmnmmkm, nkt mo^-i*^, il-12 
^fi^a^tg, .ru? ifn y <Dmmmtkm<D'j?t£ < 1 1> 1 o-^o^^sa^fiti l 

1 7) Wy©lftu^t, IFNy^^SIM. S:^ IL-12 O^ig^fgO 
25 4>&< £fc 1 ©^©MIl^i^Lv^-ttS r ^ 
1 8)J^^O^S(c|5|IUN^^ 
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n ; 

1 ) nk mm<Dm&<km%.Tf nkt mm^mmtm^p^K thi <ot<ommis: 

5 l^liU-^-CtS al,3 V#3SSr fco# ^O^JSf&fjEJWo 

2) IL-12 Oft^jS^^t^ IFNy ©1|J»*^«©^*< t 1 ©*0>?&Sfcl:tt 
^fi^ib-^ — # — fci" 5 Bl,3 ^/Kfr V#3t (Bl,3-l,6#|it) Srfco^i^<0^&^?& 

2) ^dr/^^W^VO^fe^^JO^^ y— -i^fciBKU NKT *M&©SH*ft; 

15 jfe^ff^pj.*^, il-12 <Dmmm£.m, rt?ifn y <ommM^.m<D^< t 

3) *Mtfis<D&&mmM(Dx? ifn y (Dmmm$=m, nkt 

M^'&fcf^ IL-12 0>Jt*££ffi. jMfs&fdfclMFfg, RtJ«NK«Bia©S^b 
20 4) Micli^vo^^^jox^ y — =u^fc:jRU IL-12 oft^^f^ 2£ 
■ 5) fL^fVro^^^^jOX^ V — — i^fcGBU IFNy (^^^m^fg. IL-12 

6) #^f^©^Sf&SES!l«>^^ V-^ls^^mi^ IFNy £>Sf5*jg£iB, IL-12 

25 <Dmmm*km. nk iiHi&oettYktt, &t*ifc^£i&$iiB<£>^ft < 1 1> 1 

7) WfS¥±-S^^w^f&as^j©-x^ y—^^^mKL, iL-12 ©si^s^tg, 
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9) &l±mm#><Dft&tb8LM<D*9 V — = ^fcBRU IL-12 ©Bfi*0£iB % 
1 0) IM^f^^^^^iJ^^^ y-^^^^^b. IL-12 c^fl^m^tgs NK 

to 

l l) m&m'&&<n$!.&f&&M<ox* y—^^^fcKlL, jfiLWff^Pl*tg> ifn y 

10 <Dff#j^£ti, IL-12 CQ^^^fgcO^^ < thl ^IHL^-tt5 

i 2) g?#z>'<D#LmfemM<z>x* v —-^rtemx*. NK«©ffiMtg, nkt 
is 1 3) ^ntf^aftmtbmwnx* v —=->^^mv, ^m±mwm. ifn y 
i4) wtf^v&mmmMnx? y-^^^^^L. NKausoj&ttflrti* nkt 

20 iu^-icts ^ <b 0 

16) S-^f^O^f&^JCO^^ V — =>-^Bgb N NKJNHI&Wfif^bffis NKT 
ftBiaoJSttftite, IL-12 ®g|i*j£&f^ &t>* IFNy <^f|2g0£fi<£>4>& < t % 1 
25 MU^-ttSCi:, 

i 7) 9mjfxDft,m£mm<D*? y— ^^kiku ifn y ©sim^h, s. 

IL-12 ©Btzim£iB©4»fc< iti ML^*- t 0 
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18) WX^iDft&femMiDX* y-=>-^{C|^L. NKm8&<Dfeti£4km. NKT 

4 hft't ^(TNFcu IPN Y s IL-12)&mm^X CTL SrStt^-f 3f£ffls (DNK £ffl 
U #fJM8K:#j£i-5^-;fr-«:aij£u ^©i^f^^y©MiJSWi{ili 

1) ©Thl V(TNFa N IFNyn IL-12)SrSI^ IT CTL Sr^tt-ffct-Sf^ 

«r mm x ferns utfts^y ©^teas^io 

2) ©ThllKf h*#^ V(TNFa, IFNy^ IL-12)i£rff L-T CTL Sr8Hfrfb**-5f£ 
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1) ©ThUM* h#-T^(TNFcu IFNy. IL-12)^#UT CTL &i&t£ftr*-5f1s 

* x ttga-g- u t * s >-o&jgfi&^#j 0 

2) (DThliM b # ^(TNFcu IFNy^ IL- 12) IT CTL SrfiH&fc-fS f£ 

io 4) (DisLmmmmwrn^-r^isiy^m^mn. 

1) ©ThliM h^7^^(TNFa % IFNy^ IL-12)£^3g LT CTL SrjStt^ki-«f^ 

&&f&**!i x fiia-a- b -c & z> tfisnftmrntitWo 

2) ©Thl h^MTNFcu IFN Y s IL-12)§ril^ LT CTL ^Stt'fki-^f^ 

20 3 ) (dnk ism^oiijn l < Yizom&itjfcm *Girz>$!,mmmM t ©nkt $h 
25 ©55f>'©*ae?&*»i. 

1) (DThlif-r h#-f V(TNFcu IFNy^ IL-12)^f|^ LT CTL S:fiH4<ffc-*-3f1s 
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2) ©ThliNf h^-^^CTNFa, IFN Y , IL-12)«rf|^ LT CTL Srffi^ki- 5f£ 

9. ®JfrW$r£P£#fK^<£>$l^ VEGF ffiC^^r-f ^-fil (-VEGF) T*> <DThl 
t^h*^ V(TNFa. IFNy^ IL-12)Sr^ It CTL £^£fc-t-<5fftfB©SlJ£#. 
IFNy jg&fBifc (IFNy AS) % b < f± IL-12 jg&HB;*7 (IL-12 IDT'XIt CD8 ( + ) 

& CD3(-)CD161(+)& U< fi CD3(-)CD16l(+)^— 7* U yfi©Siv-* 
-T\ RTfG)WST mti&mh U< tt^Ofiftt-fbf^ffioW^ CD3(+)CD161(+) 
t>U< CD3(+)CD161(+)^-^^- y ^flT©*®^— # — T?fc£;h,S«j£ifea» 

15 

«LSi-5fc«)fc, ^f^f ©fIifftr / >*< i%®ifiLflf4iaf f^l, <DThl 
h^7^V(TNFa, IFNy. IL-12) ^Lt CTL SrJ&tertrrSftMB. (S)NK 

*M&ifcfc L < U^(D^mh^m^^L(om^, ®NK JWMfi:t>L.< f**:<D8H£ 

1 1. ^^©^6fiE?fe*ffli©*f^^a>or, ^v^mmijRwx^^MS'i^ 
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1 0 

h#-r ^(TNFa, IFN Y > IL-12)£rff i«L LT CTL ^tt^-r^ fEffl > ®NK 
5 a^MS'J(-^*f U ^oT. (DThl-^-f h#-f^(TNFa. IFNy. IL-12)^r^U 
kW-m-t&fr^ Xf*©Thl i?-^ 1>#^ >-(TNFa, IFNy% IL-12)3:ff alt LT CTL 

10 

^Si-Sfc&K:, ^f^g©^ffl^^iJ>^< £ hCDJkW&tkV&mitm, ©Thi 
>"(TNFa N IFNy. IL-12)£rff 5* bT CTL ^tt-ffc-f 5 f£JB , <DNK 

b< fi^^^^ffi^si^NKT^^ct b< ^(Dmmtffm^m. 
20 i3. ®skwm&m-Wi¥m<Dmi&$vEGFm<D^4*rxm c-vegf) t% ©Thi 

>-(TNFa,IFN Y ,IL-12)^^*bT CTL ZmmtTZftm <D$J^^ 
IFN Y m^|g^ (IFNyte) & b < te: IL-12 Hdfefi§;ft(rL-12 CD8 ( + ) 

7*- y ^m<Dmm-^-#— x\ ®nk m#:^> b< ^(omm^mcom^. 

ft CD3(-)CD16l(+)fe b< « CD3(-)CD161(+)^— 7* V ^m.(D^M^— tt 
25 —X\ &WDNKT mmmhV< itt<D^mti^m(Dmmft CD3(+)CD161(+) 
b< CD3(+)CD16l(+)^~- 7* V VftfD^ffi-^ — # — XtzZfrZmfefefa 
bm&th Z>MT%1 0-1 2(D^f^(^^^^J 0 
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1 1 

i4. tfis<D-&mb&M<o*9 v — -^^fe-cfcot, # >- £ i&mj ~bl wx « 

©ThUM* btff^CTNFcu IFNy. IL-12)£f|ig L"C CTL 3ri£t£te1-5f£ 

io is. ®jfc#^£lfi*fiMi<£>8Sj£a s VEGF'tto-r^^fii (-vegf) -c s ©tm 

"9-4 >-(TNFa,IFN Y ^IL-12)3rfNfLT CTL 5 ftM <DW\M&, 

IFN Y m*kmjl (IFNy fit) t L < IL-12 ^^tg^j(IL-12 flt)-e3U3: CD8 ( + ) 
s*—y* y ^Uto^®^— (DNK Mi!^ U< te^o^^bf£Mc>$J^ 
■m CD3(-)CD16l(+)k L< ft: CD3(-)CD161(+)^— V >-{itO^®^ — # 
15 &^©NKT Mlfck U < {i-^CQS^b^ <7>$J^ CD3(+)CD161(+) 

& L< ft CD3(+)CD161(+)^— -7* V ^m.(Dmm^~*—X*te£3riZ>m7£W;fr 

1 6 . mm i~i5 (D{nstifa—fcmM.(D-mm&mm \^tcrf^B%-<D^^7 p /vx~(D 
25 is. mm i~i7 (^-R^^— ^fsm^'tf n^nm vt^^^mm^ 

1 9 . mm 1-18 ^fnitt^-{cf2«©'ff ^g^r i^ifeMiJfcfiJffi Ufc^^fe 
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1 2 

2 0. mm 1 9 (omnmmw^m vtcmm^o 

5 

im 1 iNKTIlia CD3(+)CD161(+),NK^aJ3a CD3(-)CD161(+)aFN Y .VEGF 
10 im2) NKT fflBjfi CD3(+)CD161(+) flU^a), NK CD3(-)CD16l(+) 

(m^b), ifn y (m^c) .vegf cm* a) co Am^m^tz. 

t^<Dm^^m<Dnmm^mmmmmxwm^tcmmx^ t^ttt^s^t 

15 mfc£& 0 

[B92-2] CD3(+)CD16l(+K NKlfflJfi CD3(-)CD16l(+), IL-12. 

vegf <o 4mm&m^^tckz<Dm&tfi/M(DMmm&u\mM%km 

20 ?l#^6 6WL B^f^B75m<DmwYmm^^^> 0 

[H3] Btf>mmmm<Dtf>>ftmmw:<D^-*-M^m<Dikmm 0 nktm 

CD3(+)CD161(+) (HI^aK NK CD3(-)CD16l(+) (H^bh IL-12 (HI 

■^c) ,vegf {^r^-r^m <d 4^wt*m^tc-£%<nm®L-tf^m(Dn 

25 ±&3 7 7 Ms BWttfl'2 6 6i, B*mj&Jf> 8 WL B'bMUfoJfi'i 8M> B 
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. 1 3 

[iH4] m$L&mm^<D3=j$ft&$f (mu$$r)o m^a b : 

ttW;*f>\ c : 3¥**/l'Xfe.WJf>'. d : ?L#>\ e : ^mtf^, f : B2f>, 

[05] te#L&f&m~-<D±tft&&m- m2j£&) 0 mfa : m^^. b : 

5 tfetttf^ c : ^*3r/W*ttB#V, d : ?L^f^, e : >fcJBMf>\ f : Jflrjtf >\ 

[06] *^ffif&*^©^fifc^^*f (I30) t 0*a : Pf>tf>\ b : ^dr/t^ 
tefttfl^ c : ^^.dr/^&S^f^ d : ?L#^ e : ^cJ»^fV, f : J3?Mf>\ 
g : a&&J&#^«r#!fc-f-5„ 

io [07] m$Lmmm^<z>3=j&ft&m- cau^ao. : w#>\ b : 

d : fL>tf>\ f : >\ g : «T&]»^f >"Sr*!*i- <5„ 
[0 8] n&As^(D&J*ft$r$:^k-t (|l~4^) 0 04*. 

•5 o 

15 [0 9] JL*^©*^*fSr^i- (Il~3^). 

[010] CD^##f^-f- (mi~3^)o 

[011] J»^O^f^^t (|1~4^) 0 
[012] Kr^J6*^^*^«fSr^i- (|l~4^)„ 

[013] NKT M CD3(+)CD161(+K NK M CD3(-)CD16l(+X IFNy. 

20 vegf (^rsi-r^m.) <d 4 mwt&m ^it t # (om^x ^m^nWi^umm^w: 

[0 1 3 - 2 ] NKT CD3(+)CD16l(+X NK ftHJfi CD3(-)CD16l(+), IFNy, 

vegf (^4i~*m <o 4&&&m^itk%<Djg&tf>'M<DniiR&&ffimMft&. 

25 ^>3 5 6^ fff^V13 4H, f^yi2 6^ f^48^ 1 
8 0!U 1§->tf>l 2fi, H&JfcHtfVl 9 3#!k ±J»^f^5 0 5 Ms fL^f^5 0 OM, 

J^^f>- s 6 w>i 5 im. mtf>-9 8W<Dm&mmfo&Za 
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[014] NKT$BJ3& CD3(+)CD16l(+\ NK M CD3(-)CD16l(+), IL12. 

vegf (^^-i-xm <d 4&&&m^t!ib%(Dm&tfi'W<oB:wi&&mmito&& 

[014-2 ]NKT*SIJIS CDSC+^DieK+XHI^ a hNKM CD3(-)CD16l(+) 
5 (B^b), IL-12 (HfJc) .VEGF (W^lft) (E^d) ©4$ft«:ffl^fc 

fc. H^fe^ "9, Stt*6l2lR W#V3 5 60ik lf^fyi 3 4«, 
yi2 6^ W^f>-4 8 0!L il^Vl 8#!k S-^fV 1 2#!l> MSCj»^f> 19 3 
0!k *J3§#>-5 0 5 0Hn ?L^f>-5 0 O0!k Iflitf^S 6 2 00s 0PH;#^1 5 1 0!k 
10 ##^9 8 09£>>&fe&H&aK:.fc5„ 

15 ^o^i^ttSf !Jf IMf$n5f *^#o 0 

20 (VEGF) traa^i-5^i-T?^O^^J^Bj-|g-e$,§ o jfiL<ff$f£ffl.*f1MS«: 
VEGF fit CD ^^^^ (A) {it (-VEGF) T?fF#lT?# 5o - VEGF li:<D#;b D 
FGF, HGF &£*<D-^<D{tii<DjfcW^H^&;Bv^c: £ fejfiL^tf^Pl^Bg^fF 
m-t Z> C t ^ prfg 6 o 

£fc VEGF ^jktf^ia^ffi©E«cffi^fc^<©ffflfi^RriSgTf*>5 
25 (flt«iyF^^fVf)o 

J&s<Z>ftUH»J*B\Bl,3 ^#at^a^-r^^^«r^L-C Thl f-^f h 

#-f^(TNFa. IFNy, IL-12)«r^z* LT CTL SrStt<fc:i-5^«fe-cas> S. CTLS 
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1 5 

cd8(+v*— v ism$imjjx~mfe&^mx~ibz>&. ?.<d cd8<+)^~- y 

* y >-mzm$mmm®i T 1®MCTL)kfrmttlftm T #BJ&(STC; Suppressor T 

o^5 0 Ltc&^x^<Dmtt{&xfem-mzx%te\<\ u^bttr^^iFNY^ io 

5 IU/ml L < it IL-12 jltfS 7.8 pg/ml SU:T?S>*Lif CTL X*fo <9 „ IFNy i: 

iL-12 ^<g^-efctb^ stc ^ffJ^^^So ^r-e ctl mmz, ifn y m^ti^j 

(IFNyfi) H<tt IL-12 M±mt)<JL-l2mX*m-ffift *SmX&% 0 
fgH&^lira^M^fcS al,3 ^* V«Ji*fi«pt5M*Oi9!4K: 
J: oT?£i4^$nS effector jWlSHiNKJHBiai: NKT&BJ!&-efc 5 D £ © NK £ NKT 
10 Mi&bte NKR-PKNK mm§:&i£ CD16K + )) & L T *5 <9 , bu#^ 
CD3(-)CD16l(+)0^ffi^— ^7— -T? NK Hej&ftttjWfe^Tffi-Cfc D , ^r^Sft-ft; 

CD3(-)CDi6i(+)^— 7* v i'm£.mzi-em%:&»st&X'$>z>o —jT%k%<D 
y >-jg£f^-e nkt ^suaostt'fk^^Rr^-efeSo 

15 Lfc*SoT^fV?&a5^*3ttS*f^&^)SKife (NITC) T?ifcoTfc— jRttfc&aE* 
feT'feoTt^T^ail^B-C^rti,^© effector & L < f±JkW*f^PJ.$^ 
fflSrWflBi-S^^^RrtB-efcSo JMfctttef*. CTLS14tt IFNy tb Z> IL-12 
©*WS£fl&;fc^Mi#*r«T*>5. NK IllSOlSltftIi CD3(-)CD161(+) 
L< f£ CD3(-)CD16l(+)^ — 7* y ^{fiT? t>SPff5Tlgt?*> 3 0 NKT £fflJI&G9?§tt 

20 CD3(+)CD16l(+)k L< it CD3(+)CD16l(+)^— 7 * V ^X+hW®& 

*»s«s busk:** nk MtDmmtm, nkt mm^mtm, 

JfiLtf*f£Mt&. IL-12 ©UitM^tB, RTfi IFNy ®Ji*K£fe<DfIH&£r4fef* 

tscii-iDfr^fc, «§ej#te\ zm&mw: (nito tvx^ u^m 
25 #k ai,3 ^f/v^^m^un-r^it^m. bi,3 ?fr$i/mm&&wirz>4k<&!yo 
tjkwm±mwftmmw (f^ftno iL-12. iFN Y ftfe^#s^-^- 

^rSiJ^bfCo *:L.T-t©aiJ&S*W: % CD8 ( + ) 7*- y ^m^Ete. IFNy 2£. 
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1 6 

mL-i2 <Dm±ktem^jE<DmM&& : & : GE-rz>z. t&n.mvtc 0 z.<oi&m. cds 

r©fi^l,fflttrt(a9 cds (+) 7^- y >-s^ti©aa^tt, ^ffi 
* ctl Stt^jo^^ y-=^#feic^jB^fg-c&!K rox^y^y^ 

5 ^feSr5pJffii-ix« CTLStt{btM«rfe«pi-S 61,3 ? >VD ><DWfc& rTSBT?&5 - 
« ILX, ILY : W*WE3lgWa3Bf V^fr & j^SiS) CD 8 ( + ) s<-7 Or 

v fm±m(Dfemk^%}-eibz>z t%mm\^. z.fit>& ctl stt^i-t ^-e 

io r©8«8i*3fti CD8 7* y i/^lioaiJ^^m^i?^tL«Sil^fi^a 

cdi6i (+) (ommufi^ v v—*fei?(Difemk<Dtt}tiz£V), ie 

15 **NK«Bia©«^tf*>5^ ^Hffibfc CD3 (-) CD161 ( + ) a?— 

^#}z:^^^f^S«lu^li^^T»fe5r ^Mtfco d>< LT, CD 3 (-) 
CD161 ( + ) a^-^*- y i*jg&tB<08te£^tKfraHi. NKffittftiO^^y- 

^y^fettttffitfc!), *^0j-e«, ai,3 v*ag£r£po~ 

20 yn^-y=f*| s 7 3^r^^Oitirf&*J4»l3SS, CD3 (-) CD161 ( + ) 7*- 

al,3 ^ttiW^f^i Utflffe 9 % Z<Dm al,3 ^flfaf 

Sr^o^ifetta^ftibtLTiat) > Z<DWt&m&b CD 3 (-) CD161 ( + ) 

$fel^*ISK"T?f±. CD 3 (-) CD161 ( + h CD 3 (-) CD161 ( + ) :7 
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CD 3 ( + ) CD161 ( + )> CD 3 ( + ) CD161 ( + ) 

Stete, al,3 ^*^«|3fi4|t|Cj;oT#»«JK:lW5y^S9fc UT^Jffl ^S^t £ 
t Sr^m bfco ±IE&05£fe£^tf NK fgtt^JXf* NKT *&te^©#gij 

10 -r^*^ y—~^<y%m%m&-rz> a ^m-vtt, ai,3 ^y^^#5t^^o=^ 
^^^^ y — -^fjffe-vnbtLZ NKm&fcmxte nkt m-m^m^uw-r^ 

al,3 l/temJ?>Mt Lttffltfc 9 . ^r^ftil al,3 ? As* V«5t^^o>fb 

^#lfiS^^PfenT*5«9 N vL<DfE£a#5ti: CD3 (-) CD161 ( + ). CD3 (-) 
15 CD161 ( + ) V l/M^Life, CD 3 ( + ) CD161 ( + K CD 3 ( + ) CD161 

(+) v ^m£m<DM7£%m&&fr&tiftmm%femMfcNKi£mkM 
$lxf nkt stt«ij^#^-5rtg-efe^ 0 

^pjfcj:§S!]^fe^jffib, nk mmcommtm, nktim 

t^ts, iL^ff^pj-^^ iL-12 (ommm^m, ifn y ©«i3*g£*&<a#ffs 

m&fcbHlf$.ftftffifc£^X$rtirVti 0 #^*ft± SPSS **** • • 
^xfti7£,£;#M) Statview s&Sf4s (SAS Institute Inc. ft £*©i&§H§?#f V 7 

25 Km-t-a, 

$SIAP, TPA N 7/V7j-7xf, PIVKA-II, DUPAN-2, at 
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1 8 

=7 7.$— ir\ CA19 — 9. C E A, SPan— 1, NCC-ST-4 3 9, C 
A15-3, BCA2 2 5, iX7J)/HEX, PA, r t>;/n7^^ P 
AP, CA125, CA72-4, STN^!?^ SCC, ^77, PRO G 
RP> NSE, BFP, NMP22, GAT. ICTP.^^U^^, lJ--f u^n*? 

5 yy, hcg, hcg-b t^^h, igGloil?^ 

hk£ xi?^^yf^7A, mri ft£(Dm@L i mmmm%7ufcmfev^ cr 

PR LNC (6^^Sl±©tM), SNC (6^r^*^0 

mm*m, pd (asttagfr) ©5«»w£*fTo;fc. $ km cr, pr,lnc, snc, 

PD ir^^lO, 7, 4, 2, O^fiJt)^^, jftafrffc — SCSfc 

10 fc) Lfd 0 

CD 3 (+) CD161 (+), CD 3 (+) CD161 (+) Z7 * V >\ CD3 (-) CD161 
(+h CD3 (-) CD161 (+) ^^-P^ s TNFa, IFNy, IL-12, Thl/Th2 

ttff#>\ *fii;*f^, it&iJBMf:^ ?L*r^ J»^fy, Sttm^M, ffF#>\ 

Sfj&tffcioti^fc. NKT JlWjaoSte^tiSrSi-fe© £ Lt 

20 CD3 (+) CD161 (+) 4\ NKJfWja^tt-fblSBSr^-t-fcCDi: L-T CD3 (-) CD161 
(+) JkW^£l&#fB£*^k©£ LT-VEGFS:, CTL Bf^Sr^-f h <r> t 

lt iL-12 &tca ifn y ©te&JBv^ 4 ^ii^oaisj'jf fcfrofco am 

mtflsX-fc, CD 3 (+) CD161 (+h CD 3 (+) CD161 (+) y ^ > CD3 

(-) CD161 (+), CD3 (-) CD161 (+) s*—?*}) ^ TNFcu IFNy> IL-12, 
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1 9 

Thl/Th2 ifc. — VEGF (D&^—Z~(Dfrmi^\,^X^j&frfr$f$:ft\,\%r5-m(& 
h#^>-(TNFcu IFNy, IL-12)2rff >g UT CTL Zftrnk'TZftm. (DNKHJJS 

ai,3 ^mm&^tf NKmmfemmfe**^x&m m-#^, ±m 

iu£J3&#>\ IWy s f?;^ S^V, #^>-{3i*M.T^-g5T-fe-5 0 al,3 

15 ^^x^mm:*^ nkt m&mmtMn. ^^^^mu^, 
§c 6i,3^^>-«it (bi,3-i,6 mm) %-%-&il-i2 <Dmmm*kMte. 

20 |pm^>-^ ^Vi-^b-C^T-fe^o 61,3 tfjVji^mk (61,3-1,6 #I5£) ^ 

^ ^/p* |f ^^co^SJc^ LT fit, NK Mtf^'&'fbfg, NKT m^mi^tm. 
25 $JT&5 0 CTL ^tttefg t NKT »©?Sftfti^tt S^L^^J^flf 
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2 0 

fcm&^-tzftmi&mmvmm • ia-£% -vegf ^m-r^mmmm^mmn 
iL-12 o^m^tg.iFNY <Dmmm^mx^pfj:< t^i ©^©Mti^iii 

tefg£ NKTifflj^o^tt^f^^^ri-s^r^^joffffi • m-er, -vegf 

10 ±MJ?^<Df&m^U\^T\lL, IL-12 (D^m^s ifiLWff^iaWtgs IFNy ©1 
filrliLv^-tctSit^^T^So Sfc. CTL £ NKT m 

15 NK %m<Dmmk&t NKT M<D^tt^Sr^i-^^^^J <£>0M1 • WL&<D 

m±mtf>'<D® i mz.mvxi-± s iL-12 ©sugjg^t^ nk m^^mtrnx^ 

20 bV^l-a-^TT'foSo WT> CTL fiH£tef& £ NKl«C0S^tg?r^r-t-5^^ 

?&^#JO#fll • flE-cK -VEGF^^-r5^,^^J<Z)^JlH^^feS„ 

fL^>-©^-@^|^U-rtt, IL-12 (D^m^fg^ IFNyCQfl^^^ lfiL«r£ 

Sfc, CTLSl£>(bfg£ NKT^JiaoS^^^^ri-S^^^J^#^ • 
25 LV^^gr-Cfc5„ -S^T, CTLfgtt^fgi: NK^tt^^bfg^^-r 

• ie£\ nk mm^mmtrnt nkt mo^^M^-r 
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2 1 

Btf^vt&mzm^xte, ifn y <Dmmm.£.m. iL-12 <Dm^m±m, nkm 
gef&aeaj©^ • sa^fe T 04u\tt^T*fc5o ^r. ctl ^tttetMi: 

5 NKlPllS©Mb^^ft5^gf&^J©fl-ia^NKlPlJiS©ffittftii: NKT 
^^©^tt-fblg^^i-S^^^J^Wffl • IH^. — VEGF K^m-r^^m 

W^^^iaiftSiSU^tff^iS J^M¥-h^^^©*Digt-*M- IL-12 ©fjfi* 

10 -r-sra:, »/Mite^y^it)t b IL-12 ©iiiii^Mtl^^^ < t 

tl^U^-mrh Jl^ttifyOfell^L IL-12 cDfl^^fMSL 
NKT !fflJ&<oStetefg<^&< £ % 1 ©^©Mti^ltw-^-tcfs 

- jUj^^o^-g^ML iL-12 (Dmmm±m, NKm^^mtmRnskw 

15 & <5 Q 

gH4mfim<£*a*tz:|5gu jkwir£p.i.wf^ ifn y <Dmmm&m, rx* iL-12 

Jff^^RKll^U NKJSfflJ®£>EH£<fbfg, NKT McoStt-fM, &t£IFN Y 

20 ©«U*j££ffi©^fc < t h 1 o-t©Mti^i^ u-r—tf-mi-s r. t 

^^f^cD^e^^L, skmm±m.mm, ifn y ©fi#j££«B, st^il-i2<d 

25 Wtfl^&SfciSRU NKIfflJ^^Stt'fblg, NKTjjWJ&OStfrfbfB* l&LWff^PJ. 

IL-12 Offi(ISfelB©^3&< irfe l<0^©mi^i«U-*>- 
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2 2 

^^cD&glClglU NKJlHjia^flHtfblB^ NKT*WtS©fiH4-ffcl6, IL-12 Off 

^m^ti> ifn y ©ff^n^tg^^^ <it>i <D%:<D%immm&mn l-^— 
mtfxDmmz.ffikv. NKm^mmtm, i^KTrnm^m^ ^t^iL-12 

L0 T'fcSo 

^^i^y©Mft^Lte, ifn y <Dmmm%L-mRx$ il-12 ©ft^s 
NKTjHBja^istt-ftiiBSr^-rs ai,3 ? fr* ^mm^ h ^ # ^ <D#,mmm%L * 

^:J3i^^^^g(-I^bT« N IFNy ©B|3Jm£tiB;K.TJ< IL-12 OHI^^IBO^ 
ft< 1 61,3 ?A'iil'm&t:1s^1T^<D&&tbmn> NKTiNHJS(& 

10 m&ttte*vk¥rirz> ai,3 i/mm* bo#><o&.mntmm. xtt nk m 

©JSttfl5te«#f-f-5 ai,3 yiMto^fyiDMii^fcticii&o 

MiEUi^fV^^iS^^bX^, IL-12 ©H^m£tB£r£M$-*-5 61 > 3 f^X^to 
atfcfcojtfv©^^^ Xtt NK »iia©flH4fl2ffi«rfib»i-* al,3 ^/^>- 

%tf^(Dmm^^x\^ ifny <Dmmm±MRx£ iL-12 <^p^m^ibo^^ 
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2 3 

ffitfis&mmteWkvxte, iL-12 ommmtkmRx* ifn y (DmmmtkMn&tz 

TH\ NKTfttcO^tt-fbtg. IL-12 Op*M*fi. JkWff^.ffi.WteS.TJ 5 IFN Y V> 

? i)—=.^jfizmi'Xfe, net mfa<Dm&<tm, iL-12 <Dmmm*km, jkWff^ 
-*-\z.irz> 0 m^Utf^^msmm^*? v ^y^t-itttt, iL-12 (D 

15 tf^^&m^nn^? V ^y^l^Ltfi, IFNy <£>f§*W 2l:*fe.#i§N IL-12 

fim&%£M<O^Z V — ^y^fcHUTIj:, NKM^MI, IFN Y <^1PI«3£ 
fg, IL-12 c£ff#S£fI^ Si^JfiL^ff^PJ.«tgO^^< th lMt^- 
(;ii--5o MM¥±^^>-cd^?&^Jco^^ P ^y^iuiitli, IL-12 off 

mtfy(D%Lmf£mM(Dx? y^-^y^ciitii, iL-12 ©fi^^^^^< 

^-t3i-r-5c w^y^MM^jo^^ y-^y^fctt, il-12 tDmm 
25 m^tg, nk mm<Dm , \£4kmRx?ihwm&m.mife<£>'j?t£< t-hi ^l^-* 
-ki-tso MftMfeffi^^^jo^^ !j-=y^iLT(t iL-12 oft^c 
a^ig. jfiLWff^ia^f^t^ ifn y (DmmmttMGO'pte < t^i &mu^—* 
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2 4 

ifny <Dmmm£&$txf nk ^ffln&^tt^igcD^^< hi srfimb-^~-# 
-(ci~^ 0 ^^^(Df^m^n^^^ v—=-^^\z.n\^x\^ iL-12 ©ft^s 

iL-12 (Dmrnrntkn, skm^m.^mRu nk ^^tt<mtgcD6!>& < t & 1 ^ 

NKT «<D^t±{Lfg^.tFi&LWtf^PJ.#fg^^^< £ h 1 ^Iltv^^-f^t 
So S-^V(D^^^iJ<D^^ V — -V^id^bTte. NKT MOiStt-ftSf^ 
10 IL-12 (Dffilfj^iMFNY (Dff^M^fi&tf NK M<DMfctefE<D/>& <H1 

^tv-*-^t§ 0 9mjf^<D$Lmmmm(D*? 

IL-12 ©il^il^lg^t^ IFNy <Of|^M^tiO^^< £ h 1 # — 

-T5o y --^i/^^u-c^, NKTM^^btg. 

iL-12 ^ft^m^tMS-t)? nk mm<Dfemkme>'j?t£ <t^i zmu l^— 

15 t5o 

£ fc^mWiz. J: £$J^fe£rfiJ£i U NK McD^MbS.!* NKT 
20 ijO&S^r t SriLffl Lfc e NK 3M?g<l£ft;£iJ.&^ NKT MSttfl^J^ 

fc#^&mntiiaz2nm(Dftm^ft&te^x&*) s ^<d—d& (a) tnfcl c^f 

yl^ES^a) -*IFN Y ^IL-12^^r7-T» (CTL) O^I (CTL ?g'|4>ffc) "C 
25 & 19 (b) NKT£fflJ3SMfe^^i£/tKte NK£fflJ3£Ste{fc©^-e&3 0 

^^^-e^ff^^fe (nitc) x-f^^o 2 mm^mvmmm<D][£'MmMi>m$> 

£>*VCV^ 0 -f"^^^ (a) IL-12->^7— T£HMH£-+T# h — <^$C^?g- 
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2 5 

& nk m^mt^m^mmt $ tit'&gk t vxmm^mm h tit- m t am 

5 2 «2g£>:&^m£> 9 TNFa->IFN Y -^IL-12-*^^-T Mm^^m U < 

^tL^o NKT M^ttte©^^ NK M?£tt^<D^#m^< Pt*£ 

10 Tfctt^ffi^fefi-eXBB-efe^^^im^^^^^o b^b (b) <D&.mJ&& 
11 < (a) <7)^^^0^^5^vn^, #^i^fett^-r^r ir^^^ttS. r 
©#^(i,^PJ(C#^ NKT iPlJfiXfi NK HllS©Sttft^f T'fe 5 al,3$f (al,3 

3LW.nm<Dmmmm <d^, -r^^h (b) <D&,>&mzmk-rz> ai,3m<Dwm 

15 4fet^^«gftfi£t^t)% 5 FU, UFT\ >7n-;K n >\ 

CDDP (5ng~10ng) OfS^^-^ 3 ^ V 7^' — /l^fcS V^Ji^ 3f y — 7 K!)7 

^>>^ cpT-i i^Mi»^J©fi^f^i 

T (b) NKTMXiiNKMcOS 

mmttm-rzyow-rtefrib ai,s ^^«5t^#-r6^»K(DS#^^-efo 

<9. (b) al,3 zfcfrflfj&fc^-rs* 

^fc (a) LTV^i^ij:, (a) (D&mZk&mWV 
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% IL-12 t^^o 

al,3 if^^mm<Dmm.Wt UTte, n^nrf-yrn&S (TSOh 

— ffvjr]) % 3 -O - a- D - ^ n t° 7 / - D - ^ ^ - ^ 

/^/V3-^, = >7* n i/y w /V 1 — ;* m # (f b fi 5 a 

15 affltfpllft^!!:) tfSWbfrStfS, Ctb^tt?>i^=^nt!; ^ttt 
(1) =.Sru—* a-D-Glcp- (1,3) -D-Glc (2) =ynV;^/V3-7 
a-D-Glcp-(l,3)-a-D-Glcp-(l,4)-D-Glc (3) ^a^/W^h-^ a-D-Glc 
p- (1,3) -a-D-Glcp- (1,4) -a-D-Glcp- (1,4) -D-Glc (&*3, Glc fit^/Va — 

20 7n^^yit afegs-er±7=»— ^ © 2 6 1 Lfc«i 
aw^ifcaMitffcSr^i&w </v-e r^=r^^vj £^lti^ 0 7=>r^^tt. 
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2 7 

=*4'?> (a- L -7 =r^*(Dtf V h U-^^-f^^ 

5 ^LT*3«9, \,>-ftL<D7=i4 f^h7=*~- Xtf$R.mk£friX\,^Z> 0 

^mt Ltlt mttltWiZ^fti&^-mcDX-y-^ S V (Poryphyra 
Yezaensis) &^<D»|±} Wfclf btlZ> 0 ^tttH^^^^f* al,3 &&<D#9 * 
?>-ffim<DJ-}) al,3 *&£-*5«J:T*Bl,4ig'g*«fc •? 7 * * >15fe^tf>;2- V 

io #3B9§ © ctl mmmi (iL-12 m^si^j, inf y m&mmm , nk efe^jw, 
mifou>. mwstf^, mmtf^, -km^i/, ^w^^, ?l#>\ 

^SC#>\ JB^fy, ^tf^ ifill^f^s n^IS^^. W^^> JfF^^. 

15 jm^^ 0Fm#>\ ^ (#0 ^tta-feit, 

*3W-#-5 CTLfSmkM (IL-12 ££VI3I3(U INFyS^lt^rflK NK*SH4 

fcfctMcS^ra&a&LTJBv^ftS. JMfcftfcf*, -eo&^Ste. NK 
?Ste^JX« NKTTOk^-CfeS a-1,3 ^A-* ^«3tSr«po^4fcfj± l g~4 
ffSU<li5g-2Og/0g*t, CTLStt^3!Hl (IL-12 S£ 
$I3M!U INFy ^ft^&l) T?*>5 6-1,3 ^#atSr»o^*ri 1 g ~ 1 0 

25 g/0iS, ^U<ii3g~6 g /0gtt'fe5o S#»imri— JftttK: 

14100 Pfl~ 2 4 trM 1~3 m/ 0 X% L < ttai B S-^-T?*) 

So CTLSmk^J (IL-12 Sfeft#3W, INFy^^^'J). NK^tt^&L 
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5 (NKTJNBiaoSaS) (NKjBHja©*^) (CD8 <D$!)5t) 

NKR-P1 5 NKTjBHjaoW^tt. NKT »Jiao*IBlia*ffifcW»«ll!:#l9£i- 

SlPl&ftSftJg (CD3 *3«fctf CD161) <DmMfc£9ft5Zb&T'%Z 0 M:fc&) 
fctt, mMtk^<D V y/^toV^T, CD 3 ^^ft-e^o CD161 (CD3 ( + ) 

CD161 ( + )) ©»5:tSt5= o^«9 % NKTM©»^ffi^lT^5 CD3 
10 *3«fct* CD161 <£r, ^ey * D-f;«^^T7n- ?->f h;* hy — SrffiMi" 
5 Two ColortftaStmJ: 9S!l5£-f-3o r r T NKT $tlt 5 i fi, 

!J CD3 ( + ) CD161 ( + ) NKT jftMS©*^** 1 0 %£Jl_h s 

4b<lil6 %J2JLh-e<fc>3 r. £: 4rV> 5 o NKT fflU&&H£fctt i: ii^ NKT ^EBJ3&<^>WJ 

15 ®*^i-^MoNKTM»fiJ^J: «9H(-if^bi?>S^^*-r^o 

Htiftti: (CD3 (-) CD161 ( + )) fcft CD3 *KRMfe-e^o CD161 7PWf&<Offl 

£fei£CD8 ( + ) ir« CD8 #»tt©fflJte«:tftJfe-t-3 n £-T?&5«, Z<Djf&:& 
20 *»Wtftt CTL ^t§:<&iaj£iJ:^fl!-C3!>5 r. £ SrttS Lfc 0 

HJfi^-Ctt^fvA^^jliLJSSr^VN-C. Jh*>RBJI&fcov^iNBJ®*®^I)SC-ca>3 
CD3. CD161, CD8mov>TBH4«|£tt-CIZSiJU #&HJ8a<£>i'Jl^ 7a— 1?-^ 
hV— &r/Bv^c Two Color ^SfCi 9 ftifcai •} $B!l5£Lrt:„ C£>i# CD3 S 
CD161, CD8 t^fS^y^n-t/^fi, -ttb^tL^— /l^^— ttjSiXtt^^ 

25 hvx>r ^yy^tti^^lUo 

^ifiL^coy ^^^^to^^t, JM^MiJi-cfcs CD3. cds, CDi6i<z>5 
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2 9 

ib 2&b'<— 7* V >'toV^7n-t'{ h V — 3rfflV^c: Three Color 

mmmm*w;m&tfis<-7 v ^m* (Pharmingen t±m) zmavrzi 

{K^t^^PRE-Cy 5 (DAKO tfcS) ^iiDLtS^^t, 

5 OV^T'^l CD3-PE (Coulter 6604627) &#i8£TJ^ CD161-FITC (B-D) ijCft: 

PERF t^^Vtc 0 

10 S^^7K (Phosphate Buffered Saline) (PBS) T? 2 fflFK:*^ UT^^P LfcfU 
FicoU-Conray ft (Jtfi 1 . 0 7 7) Jb^fiS 4 0 0 G"C 2 0 #Palis2fc^ 
¥^®£-&$&&-r-5o JfeifrflL 10%«Mi (FBS) SrJP^fcRPM I 

- 1 6 4 cngmzm*-, w^ixi o 6 it^5i5 &$>tiitm 

IS#S?S2 OOpl h^-^^/V^^^ (Phytohemagglutinin) (DIFCO %t 

15 m *2 Oug/m 1 <Dm&kt£Z> X SfcLjD*.* 9 6^^n/l/-Hct5% 

(IL-12 ©MS) 

iL-12 m<DMi£n& fc<&%i<D$&m. *kik¥&)m&&mm-v% z>&, r&d 

20 SYSTEMS ft-** MBL !) A^t5 ^ <t ©1?^ (ELISA) \z. 

iSSUe^y h^ffl^tbSo R&D SYSTEMS *k<DWM* V h«r;Bl/> 

fc. HlJRKltt 9 6 Jft-^-f * n^l^— h<D=S-7t(3lS!l^>l#lR^ Assay Diluent 
RD1F & 5 0u K W&WL (standard) *fcfi^0fcfl| 1 ■CWaibfcftWS: 2 0 0u 

25 — ^-^V^— t? (horse radish peroxidase) (HRP) IL-12 6t#:& 2 0 

0 n 1 f t 2 ^lllfiT'ft t fc„ &K<DRfeWi*f& : £ls3m$c&&. % 
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5 Opl -fo#&Lfc 0 5 5 0 nm.£5$mt UT4 5 0 n m 1:1*5 tt<5#?ttf>K3fe 
^£Ema x (fn5fe^;i*5£#1±S[) KlT®!^ Lfc IL-12 Jfctt, p g/m 1 i 
tTt$^, ii-T? IL-12 E£«i!8tB£f4. *«jfcl|i#3*m##iWatK:J; 01 
£-f"5IL-12 JfcSr, 7. 8 p g/ml £i±^ltaft-&U«)5ailB. £fcte£>£^ff 
5 «:«^i-Sl!fr©ILa2te*J: 91«^*b«)««lfilSr«!*i-«o 
(IFNy <Z>«!lJ£) 

IFNy (OS'J^^s BioSource Europe S.#KD IFNy EAS IA^fyh £rffi V^T, 
#*&&»|j£ife (EIAft) ^M3£Lfc„ HKtJ:i*9 6^>T^n^^— h©# 
ftte&flMfc (standard) *fctt_b»W»bfc«W* 2«#3Rb*lt>0* 5 Oji 1 
10 fo^UHRP^ifei I FN-y*rL#:£r5 Ou 1 -f o^&UMKl^MU&dS g, 

^50pl To^^bfCo 6 3 0 nmWi LT4 5 0 nmfej;04 9 0 n m 
l^lt5^©i«Emax (fP^M^$c5£#*±@D {CTzffl^ Lfc„ IFNy 
15 IU/ml tttS^tl5„ 

(ilWrt^iBj^iimia^^ VEGF^^Stt«li^mii5iH^> bFGFW 
ifo-t^^H-WH^^ V * endostatin <Z>iB!l5£) 

TjJIR^iX h O^^^^feSiaiSfe (ELISA : enzyme linked immune sorbent 
20 assay) (ACCUCYTE Human VEGF, ACCUCYTE Human bFGF, ACCUCYTE 
Human Endostatin: CYTIMMUNE Sciences Inc.) -Vlkf/t^WkS. Lfc 0 

25 (HJS^J 1 ) 

I L — X (^WlSmW^m). £#>tfc# (ir-f W4k*h 3t0<al,3 
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3 1 

ifxommt NKmm&femtm. nkt nm&m&fcm, jkwm±vmm, iL-12 
<DMmm±mRx? ifn y mmm^m^^ mm twmmm y^—^v-yv 

fifflf Lfc„ 

5 EI 1 £ 0 2 ft, NKT tSM CD3(+)CD161(+) S NK $BJ9& CD3(-)CD16l(+K 

ifny.vegf c^^flt) <z> 4m$&&m^tct£<Dttmv£mmw^<DMi$km% 

Htf^flc-CWU -VEGF. NKjftBia. IFNy. NKT M<Dg8^fifga£> e>tLfc 0 
10 ^/l^ftBtf^^f* NK»IJ&* -VEGF. NKT t»tt> IFNy 

^M-^-fm^bH^^ofCc -^X^Wttf^yX'fiNKTtt, -VEGF. 
IFNy (Dm-S-teUfr btl. NK iUfi©^fi^fe kfrfc^o fc. i' "C « , 

NKM. NKTM, -VEGF, IFNy OK-S^SS* fettle S&£Jfc;*f - 
VEGF, NK m%&(Dm J 3-fem#> hfl, IFNy. NKT jSWJ&^IS^-tefgfc b*L&7^o 
15 fc„ IFNy* -VEGF ft. NKT NK»fi©M^ 

ttf8* £>ftfta>ofc„ m IFNy, NKT &fflfl&, -VEGF ©gB-£W:|S«> £ft> 
NK^JI&tf>lI^{iB*bft&>5>ofc 0 

13 2 - 2 NKT m*& CD3(+)CD16l(+), NK fflljft CD3(-)CD16l(+). IL-12, 

vegf {-^j-r^m <d 4mm&m\<^fcb%<Dttmv£mmm^ (Dnmm&mmm 

20 #fCW«bfc^J-efc5 fl 0 2-2«:ifeffiSrig^kbfc„ 

WtfV^flc-Ctt, -VEGF, NKlfflR IL-12, NKT jBBfl&©8i-^tt®» fetbfco 
^^Wttf^^tliNKtt, -VEGF. NKTgBJ&<E>P^-fcm&kft, IL-12 
©B8#W:»*e>ftfctf»o;fc 0 — %#X*/UX&Wtf^X~n NKT mi®, -VEGF, 
NKM. IL-12 <£>W-^fi^ie>£>ftfc 0 ^JSMfVCtt, NKtt, NKT - 

25 VEGF. IL-12 ©BB^Bfefett*:. ttF:£fl&;tf >"T?te. NKliR IL-12 ^K^fi 
lEi£>£>ft, NKTKBia, -VEGF <DM-£ttfB& £>*Lfcj5»ofc„ ?L^f^t?tt IL-12 s 
-VEGF©H#ttS8fee>tb, NKT&BJIS, NK 10130 BB#»IB«) e>ft&j&>o fc Q 0 
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^^-c«il-i2, -vegf (DmM-tem&bti. NKmm, NKT mfa&M-Z-temib 

T?foz 0 mmmmz&m&tftmmm%>bftt£oJftffii£te^feiL-i2 £-vegf 

5 <Dfrtf&-& mW LT^5tcD^T^ofc 0 b^UIL-12 «|a^MS'J^fi:*E 

mm^^-m^M±x^^tz 0 — -vEGFteH^J^s^^k^^itK 
io oskwmm^mf^ms ©Thi -^-r vctnfcu ifn y . ih-i2)%mmvx 

^C^^flrMf^oV^ SPSS 2 ® 8 "** • t°- • « • ^&5£#*±M) ££3^ 

11^^ (Ml&ft) «U ThllM' (TNFcu IFNy. IL-12) t NKT 

M (CD3 (+) CD161 (+)) ^»^^^-T?fcofc 0 2 Thl i?" 

20 h#-f ^£ NK^SBJ5S<7)m^^ii:-efeo^ 0 NKMir NKTtt 

£<£ffi^8-;b-^-efc 19 > f|4j&:0f*-VEGF;asa35LbTV^ ^ bi>m*A Lfc 0 

^l^(«:^##*^^:^v^^(7)m^^-y:){iThl^^ I^-O^ NKT 
25 »(^m^-li:-C*fe t) . fg2j&#teThl1^ YX'O'k NKmmx&V , f 3^ 
^«NKT^J5&t NKttt'feofc, ^Ltll JBrJf^co^ 4 J&^fcfc-VEGF T? 
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3 3 

ttr&Jftttttlg 1 Thl W h$4l/b NKT3MT?fc<5 0 f&2/fc#3SThl 

i^-T f^-f^ NK«T'fc5 0 »3^tt-VEGF i: Thl/Th2 T'feofc„ i~ 

0 8-11 W\ &m<DB.B% l l\C&-7 r ? * — Vfci>(DX% £*L 

PfjfiSA/— ©*^*fSr^i- (il~4^) 0 Sfs ^♦«W^A,^T^^ > 

«\ CD 3 (+) CD161 (+) (+) CD161 (+) PERF tf^-^^-efe 9. 

|9lt fL^^^^^^-r (Il~30) o HUOfci:, izMffi^-V^r-Z-ft 

■ffi*7F-r (ii~3^)„ m 1 1 ffim^vHr^fttif&TF-i- cni~4j&#) 0 

15 ammm 2 ) 

il-x (ifflM-mmmm^m) . ztb&it ^^c^^^m), xt*ai,3 
^t^^oim;^ g-mmmzr^i: v&j*£irLfc 0 Mtitit\ ^^otii 

NKJSM^ttfct^ NKTMcD^ttfbtSs JkW^im*^. IL-12 Off^^E 

mx\ NKmmom^tmx^^Tmmcommtmi-imn^ fixate mio% 
sx±) & % iL-12 (Dmmmtkmm^irti-bm^^&T&^is. ^-rnh 7.8 P g / 

m 1 ^TT*fcofc 0 
25 (^SWJ 3 ) 

NKMmvmmkm, nkt m^mmtm. sk^m^umm. 11,-12 <Dmmm± 
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013^01 3-2tt, NKT m J3£ CD3( + )CD16l( + ) , NK M ^ 
CD3(-)CD16l(+h IFNy.VEGF i^^-T^iW.) <D ^Wc^m^t't (D^M^ 

«9 . El 1 3 • 2 teifcttSrHlsUb Lfc 0 

^ttm#,if-t?«. -vegf. iFNY&m-^-tem&bti, nktm, nkmo 

M-^fiWfefetb^^o^ 0 B#>- &ffi -e»i, NKM. NKT*BI&. -VEGF, 
IFNy OH-^^^fetLfCo Bf^f^-e«> NKM, NKTJM. IFNy <DiH^ 
10 -VEGF »P-^(iM^btLJ&^ofc 0 ^#^^t?fi, —VEGF, IFNy 

(o f tm #> b , nkt mm , nk $b m <d m &m #> & *l * a> o ^ „ w # >- -e « , 

NKT» -VEGF <DS§#tef§:£>£>*K NKlfi, INF y <£>g|-%-fcm#> btLTfc^ 
ofc 0 JfiNHtfVCW:. NKT IBJ3&, —VEGF btt. NKifi, INF 

y *Lfcd»ofc. S^f^-Ctts NKtt, NKTM, IFNy 

15 -vEGF©ia^«:iBJe>e>n*^ofe 0 iu^^T^NKMoK 

-^tefS&ktb, -VEGF \ IFNy, NKT*ffliia©H-¥tiSB*e>tb)fe^ofc„ :W»;*f 

NKlfflJJS, NKT&EBJ&, -VEGF, IFNy (DM-S-ffW® hftfro 
ti IFNy, -VEGF©gB#ttfS«>e>^ NKTjNflJS. NK jBBJ&©B8#ttB& fettfc 
^ofci 0 J^V^filFNy, NKIBJJS, -VEGF ©S8#f±Sft b *K NKT&BJfeO 
20 M-^tm^fe^^^ofCo ^pm^>"T?tts IFNy ktu NKT 

NKM, -VEGF ©08#«®«>e>tb^o/t„ EMfvett, NKT mm, NK #B 

ia©re^iSiRfep>n. ifn y , -vEGF<&M^tii&«>e>;h,>5:a»o;/fc 0 

114^1 4-2 , NKT m IS CD3( + )CD161( + ) , NK M 
CD3(-)CD16l(+), IL-12.VEGF (W^ffi) © 4 ^^c£JS V>fc £ # <0*HSte 

SttmfeJffi-CW:, -VEGF, IL-12 ©l^-tti* bfL N NKT&BJ&, NK#|BJ&(D 
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H-£tt»*bjfcfta»o;fc 0 H;t/V (±m NKj&HJS. NKTiR —VEGF 

<2§8-^l§:£><b*K IL-12 (DM^-fm^btb^^ofCo flWVT-f*. NK Ms 
NKTM^M-^^m^btL, IL-12. -VEGFC0M#{m^b*L^^ofc 0 
^f^T'fi. -VEGF, IL-12 <D§1# telgfefefr, NKT IfflJJS, NK jMcOH-^tefg 
5 ^e.H^^^ofdo W^^-TTfis NKT£«, -VEGF, NKi|fflJ|&. IL-12 (DM -^fc 
fg#>ktL*: 0 **m^>"C^> NKTM, -VEGF(DM#«MfebtL, NK», 
IL-12 <D P#«Mfebtb^^ofc 0 NKM, NKT&HJIS, IL-12 <D 

SI £>*K -VEGF b ttfr^o fc 0 fff3M NMJJ&, 

IL-12 ©i4fil^fe^ -VEGF , NKT M<DP^fcm& kfr&^o fc 0 ~X 
10 M3f>X*fe, -VEGF. IL-12 tf> W-^75Sfg«> £>fr, NK $Bfl& CD 53-^3: 

M^e>^t^^ofc 0 fL^Tfi IL-12, -VEGF^i^ttl*^^ NKTffflflS. 

NKmrntDm^nm® b 4»o it„ ^>-e«iL-i2, nk»r -vegfom 

^li^fefeti, NKTm^<Dm^-itm^htifs:^^± 0 IPl^fyT'H:, IL-12 <Z)i 
#^|S&£>*L, NKT&BJ&, NK5M, —VEGF (DUM-^hteW-ib htlt£fr-r>fz. 0 m& 
15 >-m, NKTM, IL-12, NK &BJI&<£>SI1## S 1§#> fe>tb, -VEGF <Z>!§-^{2fgi6 

W_h©^m^b#Mte«^^^-i'^ , ^J;o-c, NKM<D^Mbi£ s nkt*pbj& 

o^tt^tg, jfiLWtf^Mtg. iL-12 (Dmmmtkmx.T$ ifn y ^fi^s^tg^^ 

20 5<^&bT?SSm<^£ht&<9, a— K?&*&-r<s 

#H"5 0 jfttf f»L Ml> KSEfeS:^-rS»^ NK, NKT 

riM, -VEGF l4*Mfl$*LfcV># % IFNy IL-12 teftlfiiij r fc^^ot 

25 



WO 03/030938 



PCT/JP02/10446 



3 6 
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3 7 

i ) * ^/vx m if^<Dmmzm u nk ^s^^^tt^tM, nkt mgc^'M^ 
io 3) »y©^itii, iL-i2^^s^Hg, sk^m±m.mm, ifn y <^ 

NKT iBj^wStt'fkti, RX£ NK »W^O'>^< Hi© 

4) tu^^^g^u NKiBjiao^'^tg, RTF il-12 (Dmmm&m 
15 5) fL^v^ss-niu ifny tf>^njS£fg> il-12 ommm^m. ^imlw 

5 ^1 to 

6) J3$^f>-(D^Lg{C|^b, IFNy cOff^^fg, IL-12 (D^^^fg. NElSS 

20 Z.b 0 

7) JJr|JM¥JL&#^©^fi&cilU IL-12 O^SM, RXPjkW%T±V&mm 

(D'pt£< thi <D*:<Dmmmm&MU^-zr—iz.~rz>^bo 

8) B/Mmjf^vmmzm^, iL-12 ©ff^^.ig^^#»^^^< 

25 9) ffi±mmjf^<Dmm^v, iL-12 ©ft^Mifg. st/NKTMowb 
1 0) ffimjfxDmmfcmis, iL-12 ©ft^^t^ nk jm^^'I^b^ r 
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3 8 

to 

i D m&m&m'D&wfcm^. jhwrnttmrnm, ifn y <Dmmm^m, 
iL-12 (Dmmm±m(?)'pte< thi <D*:<Dmmmm%&M^~-*>~- fc-rzz. 

5 t 0 

1 2) fff^VO&Lmi-gHU NKf«(D?§^b^. NKT M^tfrffcf^ 

ifny <Dmmm*km(D'j>f£< t-^i <D^(Dmmmm%M%L^—$—fc-fz>~ 

to 

1 3 ) ^isi^<D^m^m u jfo.wff^i5aw^> ifn y <dbi^s^s ;&t>* il-12 
io <Dmm>m±m<D'j?ts:< t^i ©^©Mti^iitv-^-iutsrto 

mfkmmm. Rz$iL-i2<Dmmm±m(D'j?f£< thi ©-eoMti^itt 
15 &< £ t> i ^^o^^^^a^b^— ^7— i^-rs-^o 

1 6) ^^^Sf-I^U NK#BIS©J&tt'fbffi, NKT^cD^tt^, IL-12 

17) IFNy IL-12 g>g|2K£&te 

20 <D'J>t£< thl ©^oMti^llt^^^-i-tS-h 

1 8) i^fy©ifi}^L, NK#M&©fiH£fbtBs NKTi»]IS©8H£fbfB. 

iL-12 ©Etam^tB©^^ t *> i © j e©Mti^t-7'-^'-tt5- 

to 

2. #^(D:fe^i&*#J;&3&<Dd>&< t 1> l^e>5gf^tt5fS^l <Djf>-<D&mm 
25 ^^IJ ; 

1 ) NK 3Wlfi©flH4<blB, RTfi NKT 3»ja©SttflS«0^3S; < £ t> 1 
SS&S^Srfi&W — # — fc-TS al,3 ^/v* V^^^kotf^^&^t&^Jo 
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2) iL-12 (Dmmm%.m. rx* ifn y <Dffimm±.-m<D'pt£< t-hi (o^^mm 
ti?riiu-7-*^(ct5 61,3 ^m^ho^^^m^Mo 

2) f?^*jv7.mj$^<nfim§w&<o^>7 y --^^u il-12 <^si#m 

10 3) ^^v©^?^^jco^^ y-^v^^^u, iL-12 ofPfH^ii, 

ifny <Dmmm£.m. nkt mm<Dmmtm, M.wm^m.mm. ^i^nkm 
4) B&itjii^f^cD^m^jo^^ y-^^^t^L. iL-12 (Dmmm&m. 
15 5) %#^(Dftj&mmm(D*? y-^^^s^u iL-12 ^^s^t^ ifn y 

6) W^f^O^^^JO^^ y-^>-^^^LIFN Y cD^^^tg, IL-12 

20 itv-^-ctsrto 

7) *M¥±£;#^:&^£^J^^ y — = ^^(-^L, IL-12 <Dff*f^£ 

8) ^/MB^^f^o^^^ij(7)^^ y — ^^^}-^L, iL-12 (Dmmm^m 

25 9) J»^:M^^^^^^'J^^^ y-->-^{-I^L, IL-12 <£t£*iMlig 

10) ^n^^co^^^j^^^ y-^^^iiu iL-12 ^^m^tg. 
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4 0 

i D m&meLm<Dftm£m#\<Dx? v — ^^kru 

IFNy (DffiMM&te. RTf IL-12 <D&mM&ffev>'Jrt£< thl ^Ittv- 

12) Jfftfl/O&mfeffiftkOX? V — ^^tcRU NK ^©Stttefg, 
NKT *Bj|&©i£tefb«, IFNy < t> 1 

i 3)^xf^©^gg?&iSE?fa«)^^ y— =^^KiiRu.jiiL*3iff^ia#ffiaFNY 

10 <Df|*0^|g. XU« IL-12 ©B§iJfig£flB<Z>4>Jfc< £ t 1 * — m 

14) W^f^O^fcSt&JSE^J©^^ y — — J^teBRU NK iBlSoSttftlg, 
NKT ttjte<DjSH3tfbtB, JfiL^ff^Pl*^> IL-12 Off^jg^fgcD^fr < £ 

i6) fg-^fvo^feggf&sssuo^^ y — ^y^t^ts nk jBBnaofiftt-fbti, 

NKT*WlB©JSH4fl5l6, IL-12 &T>* IFNy 

< £ t> 1 ^flL^*-tt5^io 
20 1 7) jflm#^©&«?&**!l<&**' y — ^fclRU IFNy ©BMSSfet^ 

Xtf IL-12 ©i^I4|o/>/i< 1 1> i ^liU- # — i:f5:h 
18) ^^O^&aEf&^O^^ y— ^^^mBSIU, NK »IIS©EH£fb«, 
NKT !BJ&<^'!4<fbtg>&TJ« IL-12 0>«Nm&fB<0^'fc< £ % 1 

25 
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h#-f ^(TNFa, IFNy, IL-12)£ff # L-T CTL £?£'l£<ffc-r 6f1M3 N ®NK 

1) ©Thli^^ h#-f^(TNFa, IFNy. ILa2)£^lf LT CTL 

2) (DThlf-^T b^-f^(TNFa, IFNy^ IL-12)Srf|^ Lt CTL ^S^ft;-^ 

3 ) ®nk mi&m<DmiM h< te-^^ttfl^jB ^^-^mhmn t ©nkt 

4) ©jfiLWtf^pa^M^^r-rs^^o^^^Jo 

20 1) (DThlf-^ b^^CTNFa. IFNy. IL-12)£fP* IT CTL ZfemtTZ 
2) ©Thlf-^ h#^(TNFcu IFNy, IL-12)£^U L-T CTL Sr^tt^-TS 
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4 2 

1 ) (DThl t-fh*^ ^(TNFa, IFNy. IL-12)^r^^UT CTL &mVkfci-& 

2) (DThl h^-f ^(TNFcu IFNys IL-12)^f|^UT CTL tr^tt^-r^ 

1) (DThl -V-sf h#-f >-(TNFa, IFNy. IL-12)&8|ig Lt CTL ^^ttfki--5 

2) (DThl b#-f^(TNFa, IFNy% IL-12)£r^2g LT CTL SriSHfrffc-f -5 

9. ®JfiLWff^M^(OS0^^ VEGF-fg^^-T^^^it (-VEGF) T% (DThl 
f--T h#-f ^(TNFcu IFNy, IL-12)£ff * IT CTL &m&<k1rZ>ftm<D&m 
*K IFNy M^mtS (IFNy te) t> L < it IL-12 M^tg^7(IL-12 ffi)T'Xfi CD8 
( + ) V yI©^Iv-^--e, ®NK*BJIS8ct> L< te^<£?£ttfc^ 

ffl^a^ 5 CD3(-)CD16l(+)<b b< CD3(-)CD161(+)^°— 7*- y J^E© 
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4 3 

CD3(+)CD16l(+)^ L< fiCD3(+)CD161(+)^-7^ V >"ftfcDiftK^— # 

- t* t£ s ti z> m fern fabm ttti s st^^c 4 ~ 8 <£> # ^<D&tet&tim 0 

©Thl ^(TNFa.IFN Y xIL-12)Sril^LT CTL &mmt1rZ{m. 
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The present application has the following 18 groups of inventions. 

1. Claims 1 to 4, 6, 9 to 16, 19 and 20: remedies for scirrhous gastric 
cancer and a method of screening the same. 

2. Claims 1 to 4, 6, 9 to 16, 19 and 20: remedies for non-scirrhous 
gastric cancer and a method of screening the same. 

3. Claims 1 to 4, 7 to 16, 19 and 20: remedies for colon cancer and 
a method of screening the same. 

4. Claims 1 to 4, 8 to 16, 19 and 20: remedies for prostatic cancer 
and a method of screening the same. 

5. Claims 1 to 4, 7 to 16, 19 and 20: remedies for breast cancer and 
a method of screening the same . 

6. Claims lto5, 9 to 16, 19 and 20: remedies for lung cancer and 
a method of screening the same. 

7. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung squamous cancer 
and a method of screening the same. 

8. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung small-cell 
cancer and a method of screening the same. 

9. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung large-cell 
cancer and a method of screening the same. 

10. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung adenocancer 
and a method of screening the same. 

11. Claims 1 to 4, 9 to 16, 19 and 20: remedies for malignant melanoma 
and a method of screening the same. 

12. Claims 1 to 4, 9 to 16, 19 and 20: remedies for liver cancer and 
a method of screening the same. 

13. Claims 1 to 4, 9 to 16, 19 and 20: remedies for uterine cancer 
and a method of screening the same. 

14. Claims 1 to 4, 9 to 16, 19 and 20: remedies for uterine cancer 
and a method of screening the same. 

15. Claims 1 to 4, 9 to 16, 19 and 20: remedies for kidney cancer 
and a method of screening the same. 

16. Claims lto4, 9 to 16, 19 and 20: remedies for tongue cancer 
and a method of screening the same. 

17. Claims 1 to 4, 9 to 16, 19 and 20: remedies for ovarian cancer 
and a method of screening the same. 

18. Claims 1 to 4, 9 to 16, 19 and 20: remedies for pancreas cancer 
and a method of screening the same. 

Since the technical features of the groups 1 to 18 respectively reside 
in combinations of markers different from each other, they have no single 
general inventive concept in common. 
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